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* 27 year old male
* Presented with a painless neck mass

e USG showed a tumor in the right lobe 4x3.8x3 cm in diameter

* Thyroid function tests and calcitonin serum values were within
normal limits

* FNA was consistent with a malignant tumor showing neuroendocrine
features

* Bilateral total thyroidectomy and central LND was performed



* Gross evaluation revealed a 4 cm
well circumscribed, whitish, firm,
homogenous tumor in the right B . e ot VS AT
lobe e e o
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* Unencapsulated neoplasm

* Periphery displayed pushing
borders
* Invazive foci into the adjacent

paranchyma and extension to
margins



* Predominantly
nested basaloid
proliferation

* Monotonous
cytology

* Trabeculae and
solid areas

* Fibrous stroma




Variable sized insulae

Some areas of peripheral nuclear palisading Rare pseudorosettes Neoplastic growth with tropism to follicles
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* Necrosis

* Mitotic index: 22/10 HPF
High Ki-67 (%30)
Vascular invasions




Differential diagnosis

Poorly differentiated thyroid carcinoma
Medullary thyroid carcinoma
Intrathyroid thymic carcinoma (CASTLE)
Solid cell nest tumor

Parathyroid carcinoma

Neuroendocrine carcinoma

Metastatic tumors

Something else ?



Poorly differentiated thyroid carcinoma

TTF1 (+)
PAX8 (+)

TG (+)

BCL2 (+)
Cyclin D1 (+)




Medullary thyroid carcinoma

Calcitonin (++/-)
CGRP (+)

CEA-m (+)

Crg A, Synapto (+)
TTF-1 (+)




Intrathyroid thymic carcinoma

CD5 (+)

P63 (+)

C-kit (+)

P53 (+)

BCL2 (+)
PanCK (+)
Ki-67 10-30%




Parathyroid carcinoma

 Chromogranin A (+)
* Parathormone (+)
* GATA 3 (+)



G (-
TTF-1(-)
PAX-8 (-)
CEAm (-)
Calcitonin (-)
CD5 (-)
$-100 (-)




Neuroendocrine neoplasm ?
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Neuroendocrine differentiation “confirmed”

Epithelial differantiation “confirmed”

MTC ??
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Case Report
Abstract International Journal of Surgical Pathology
. . . . 2014, Vol. 22(3) 260-265
In the past, undifferentiated (anaplastic) carcinoma of the thyroid included a small-cell variant Carcinoma of the ThYI"OId With Ewmg © The Auchor(s) 2013
compact morphology. After the mid-1980s, with the advance of immunochistochemistry, alm: . Reprints and permissions:
with the former characteristic were reclassified as low-grade lymphomas and those with tt Fa‘mlly Tumor Elements a'nd Favorable L‘%ﬁ?“.‘éﬁ‘i’?;’ﬁ&ﬂiﬁﬂ@}"&"“
small-cell variants of medullary carcinoma and poorly differentiated (“insular’) carcinoma. Since PrognOSiS: Report Of a Second case ijs.sagepub.com
small-cell carcinoma has been reported in the literature, with the exception of a case of a sn ®SAGE

carcinoma, an exceedingly rare neoplasm akin to medullary carcinoma, with expression of neu
lacking calcitonin immunoreactivity. Here, the authors report a primary small-cell carcinoma ¢
basaloid appearance and lacking any signs of neuroendocrine or C-cell differentiation.

Catarina Eloy, MD,PhD"*?, Mario Oliveira, MD?, Joana Vieira, MSc®,
Manuel R. Teixeira, MD PhD**, Joio Cruz, MD®, and
Manuel Sobrinho-Simdes, MD PhD"*?

Abstract

The rare reports of primary, nonneuroendocrine small cell carcinomas of the thyroid have not provided enough evidence
to support the recognition of these tumors as an entity or to understand their etiopathogenesis. We report the second
case of a primary, nonneuroendocrine small cell carcinoma of the thyroid displaying diffuse expression of cytokeratins,
CD99, and pé3, in the absence of vimentin expression, in a 24-year-old male who is alive without any signs of disease
13 years after total thyroidectomy and radioactive iodine. The tumor disclosed the EWSRI-FLI! rearrangement, and we
propose to designate it as a carcinoma of the thyroid with Ewing family tumor elements.
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EWSR1/FLI1 rearrangement
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CEFTE:

Small cell thyroid
tumors w epithelial
differentiation, p63
expression, EWSR1-
FLI1 fusion, carry a
favorable prognosis
May coexist w PTC

EWSR1-FLI1 fusion
was observed both
in small cell and PTC
component

Figure 1. Histological aspect of the tumor.

(A) Periphery of the tumor with focal infiltrative growth pattern (hematoxylin and eosin [H&E], 20) and images of vascular invasion (inset, 200%).
) Nested pattern area with foci of necrosis (H&E, 100x). (C and D) Interstitial necplastic growth with tropism to follicular structures (H&E, 100%

(8
and 400x). (E) Some follicles are constituted by cells with papillary thyroid carcinoma-type nuclei (arrow; H&E, 400x).

Virchows Arch @
DOI 10.1007/500428-017-2095-1

EWSRI rearrangement is a frequent event in papillary
thyroid carcinoma and in carcinoma of the thyroid with Ewing
family tumor elements (CEFTE)
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Teaching cases

Extra-osseous Ewing sarcoma of the thyroid gland mimicking lymphoma
recurrence: A case report
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Ewing sarcoma of the thyroid: Report of 2 cases and review of the literature
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ABSTRACT: Background. Neuroendocrine tumors of the thyroid
encompass a wide differential diagnosis. The most common is medullary

Conclusions. Ewing sarcoma of the thyroid is an exceedingly rare
diagnosis, but should be included in the differential diagnosis for a

thyroid carcinoma. One must consider other possibiliies when a
neuroendocrine thyroid tumor is calcitonin negative. We report 2 cases of
Ewing sarcoma of the thyroid and discuss the differential diagnosis and
workup of a calcitonin-negative neuroendocrine tumor of the thyroid.
Methods/Results. This is a retrospective review of 2 patients diagnosed
with Ewing sarcoma of the thyroid and a review of the literature.

thyroidal neuroendocrine lesion (especially in the absence of calcitonin).
The use and interpretation of immunohistochemistry (IHC) and
fluorescent in situ hybridization are essential in making the correct
diagnosis. © 2013 Wiley Periodicals, Inc. Head Neck 35: E346-E350,
2013




Adamantinoma-like Ewing Sarcoma (ALES)

A variant of Ewing sarcoma with complex
epithelial differentiation

First reported cases occured in the long tubular
bones

Recently ALES cases were documented in the
head and neck (periorbital soft tissues, thyroid
gland, salivary glands)

Proclivity for head and neck (12 /19 reported
cases)

EWSR1-FLI1 translocation, CD99 and NKX2.2
immunoreactivity
Focal squamous differentiation
* Keratin pearl formation or peripheral nuclear
palisading
 Diffuse positivity for pancytokeratin and p40

Am J Surg Pathol. 2015 September ; 39(9): 1267-1274. doi:10.1097/PAS.0000000000000460.

Adamantinoma-like Ewing Family Tumors of the Head and Neck:
A Pitfall in the Differential Diagnosis of Basaloid and
Myoepithelial Carcinomas
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ORIGINAL ARTICLE

Adamantinoma-like Ewing Sarcoma of the Salivary Glands
A Newly Recognized Mimicker of Basaloid Salivary Carcinomas

Lisa M. Rooper, MD,* Vickie Y. Jo, MD,1 Cristina R. Antonescu, MD,} Vania Nose, MD, PhD,§
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Abstract: Adamantinoma-like Ewing sarcoma (ALES) is a rare EWSRI, FLI1, salivary gland
lllll that demonstrates the EWSRI-FLI!I translocation char-
acteristic of Ewing sarcoma despite overt epithelial differ-  (Am J Surg Pathol 2018;00:000-000)

entiation including diffuse expression of cytokeratins and p40.



Adamantinoma-like Ewing Sarcoma (ALES)

* Diagnosis is challenging in any location, site-specific diagnosis should
be taken into consideration

» Cytologic uniformity despite infiltrative growth
 Elavated mitotic rate & necrosis

* Concomitant expression of pancytokeratin, p40, synaptophysin and
CD99

* Does not follow the aggresive course characteristic of conventional
ES, most cases followed an indolent course (our patient recieved ES
chemotherapy, 5 years follow-up, no evidence of disease)



Adamantinoma-like Ewing Sarcoma (ALES)

* Distinct entity
* Unique morphology and IHC features

e Although EWSR1-FLI1 fusion is now accepted pathognomonic for ES,
phenotypic heterogeneity of tumors with identical gene
rearrangements is well-known so a carcinoma also could carry this
translocation

 Really a variant of ES
* May be a unique carcinoma with EWSR1-FLI1 fusion



Diagnosis

Carcinoma of the thyroid with Ewing Family Tumor Elements
(CEFTE)

Adamantinoma like Ewing Sarcoma
(ALES)



Take home message

 When dealing with an unusual poorly differentiated thyroid (or head
& neck) tumor with a basaloid growth and small round cell
appearence do not forget to include CD99, p40 and synaptophysin in
the IHC panel ..



Thank you for your attention

Galata tower,
Istanbul




